Regulation of macrophage-mediated suppression by purine nucleoside phosphorylase substrates.
Thymuses from dexamethasone-treated rats contain macrophage-like cells that completely suppress the proliferative response of thymocytes to concanavalin A. This macrophage-mediated suppression is abolished by low concentrations of purine nucleoside phosphorylase (PNP) substrates: deoxyguanosine (20 microM), guanosine (100 microM), and deoxyinosine (250 microM). Similar effects were observed when resident peritoneal macrophages were used. Deoxyguanosine regulates suppression by acting directly on macrophages. The mode of deoxyguanosine action on macrophages does not involve its phosphorylation and incorporation into deoxynucleotide pools. The significance of this regulation of macrophage-mediated suppression by PNP substrates to immune regulation in normals and in PNP-deficient patients is discussed.